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HEMARKS 

Amended claim 1 0 has been rewritten in independent form a,.d is othcnvise the same 

claim a.s canceled claim 14. 

Amended clahn 1 8 ha« been rewritten in independent form and is otherwise the same 

claim as before being amended. 

Now claims 23-24 include the feature of 'wherein the low dose aspirin is not covalcnlly 
attached to the COX2 inhibitor", which is an embodiment of the present invention U.at is 
inherently includal in Paragraph [0010] of Applicants' spccilication. 

The Lxan.incr rejected claims 1. 8, and 16 under 35 U.S.C. §102(a) as allegedly being 
anticipated by Greenberg (Journal of Clinical Pharmacology, 2000. 40 (1 2, Pt2). pp. 1 509- 
1515). 

The Examiner rejeetcxl claims 5, 9. and 17 under 35 U.S.C. §103(a) as allegedly being 
unpatentable over Grecnberg ct al (The Journal of Clinical Phnnnacology, 2000, 40 (12, Pt.2), 
pp. 1509-1 5 1 5), and further in view of Burch ct nl. (US 6,552.031) and Di^g Fads and 
Comparison (1995 Edition, pp. 1248). 

The Examiner rejected claims 1. 5, and 8-22 under 35 U.S.C. §l03(a) as allegedly being 
unpatentable over Lai et al. (US 6,306,842 Bl) in view of Ares c. (US 5.399.584). and further 
in view of Shapiro (US 6.444,221) and Dmg I'-act. and Comparison (1995 Edition, pp. 1248). 

Applicants respectfully traverse §102(.) and §103(a) rejections with the following 
arguments. 
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Tbc Examincf rejected claims 1 . 8, and 16 under 35 U.S.C. §102(a) as allegedly being 
anlicipnlcd by Grcenbcrg ct ai (Journal ofClinical Pharmucology. 2000. 40 (1 2, l>l2), pp. 1509- 
1515). 

Since claims 1,8, and 16 have been canceled, the rejection of clmr^ns 1.8. and I6undcr 
35 U.S.C. §102(11) is moot. 
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The Examiner rejected claims 5, 9, and 17 under 35 U.S.C. §l03(a) as allegedly being 
patentable over Grecnberg ct al (The Journal of Clinieal Pha^-maeology. 2000. 40 (12, Pt.2), 
1 509- 1 5 1 5), and further in view of Burch ci al. (US 6.552.03 1) and Dmg Facts and 



un 



pp. 

Comparison (1995 f^dition, pp. 1248). 

Si,^cc claims 5. 9. and 17 been canceled, the rcj^xlion of claims 5, 9, and 17 under 35 
U.S.C. §1 03(a) over Greenberg in view of Bureh and Drug Facts and Comparison is moot. 
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Compniisaii 

The Bxan^incrrcjccicd claims 1, 5 and K-22 under 35 U.S.C. §103(a) as allegedly being 
anpatcntablcovcrUi.r«.(US6.306.842Bl)iavicwofAr....«/.(US5.399^^ 
i„ view oFShapiro (US 6,444,221) mul Drug racls and Comparison (1995 Edition, pp. 1248). 

Since elnims 1, 5, 8-9. 14, and 16-17 boon eanuelcd. the rejection of claims 1, 5. 8-9. 14, 
and 16-17 under 35 U.S.C. §l02(a) over Lai in vic«. of Ares and fu.tl.er in view of Shapiro and 
Drug I'DCis nnd Comparison is moot, 

A first rc„»,. why claim. 10 mid 18 nol Lu,patoWblc over Ui in view of Am. and 
r„„l,cr in view of Shapiro und nn.g Faas and Comparison is .ha, Ui in view of Arcs and further 
in view of Shapiro and Facts and Comparison docs not teach or snsgcst the feattn-c: "low 

dose aspirin in Ihe amount of 70-85 mg". 

The Exan,iuer aret,cs: 'The IcacWns of I.ai dlflers ftom the claimed invention in ... use of 
low dose aspirin. With respect to me claimed low dose a.,piri„ (70-85 mg), those of ordinary skill 
in *c art woatd have been readily .p«.cd .ffccave dcaaas d«.d by .nod ,n^i«. practice and 

clinical condition of *c individr>al patient. Determination of the appropriate dosage for treatment 
involving each ofdte above mentioned fnnnnlaticns is n.n,inely made by .hose of ordinary .sWll in 

.ho art and is wit the ability of ta.sks mntincly performed by them without undue expcrimcntatio,. 

especially in light ofDrug Facts and Comparison. 

In response. Applicants note that all dosages of asi-irin recited in Dreg Facts attd 
comparison for treating an inflarumatory disorder an= well above the range of 70-85 mg. 
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Accordingly, .ho Exomiacr's nrgomcnt for modiPying Lai for use of aspirin in a ranj>e of 70-85 

mg is not persuasive. 

A scco..d reason why cluinis 1 0 and 18 are not impatenMble over I .ai in view of Ares and 
furlher in view of Shapiro and Drug Pacts and Comparison is that U.i in view of Ares and futtlacr 
in view of Shapiro and Drug Facts and Comparison does not teaeh or suggest the feature; "an 
antioxidant selected from the group consisting of a flavanoid. a flavonoid, an isoflavone, and 

combiuiUions thereof*. 

The Examiner argues: 'The teaching of Uid differs from the claimed invei^ion in ... the 

use of navonoids, flavanoids or isollavones in eomhination with aspirin and COX2 inhibitors 

To incon>orate such teaching into the teaching of Lai. would have been obvious in view of Ares 
who teaches the use of navonoids or flavones for treating daiTiage to the mucosal lining of 
gastrointestinal tract caused by NS AID. One having ordinary skill in the art would have 
motivated to modify the teaching of Lai such that gastrointestinal side cfteets associated with 
NSAID such as aspirin (column 1. lines 19-22 of Lai' 842; column 1 . lines 14-26 of Ares'584) 

would be grCiUly reduced.". 

h. response. Applicants respectfully contend that the Examiner has not provided any 
evidence demoastrating that any of rofccoxib. celceoxib, and low dose aspirin cause 
inflammatoiy damage, as discus.scd next. 

Tu response. Applicants respectfully u,ntend that rofeeoxib does not cause inflanmKUory 
da.nage. See "Rofeeoxib iVioxx, MlC-0966; 4-(4--methylsulfonylphenyl)-3-phenyl-2-(511)- 
1 uranone]: a potent and orally active cyclooxygenase-2 inhibitor. Pharmacological and 
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,ord-Hutchinson AW, Forrest MJ, Gauthicr JY, Gordon R, Grosser Guay J. Kargn^m S, 
Kennedy B. Leblane Y, Lcgcr S. Muneini J. O'Neill OV, OucUet M, Patrielc D, Percival MD. 
Pcnicr H, Prasit P, Rodger 1, ct al. i Pham.acol ExpThcr. 1909 Aue;290(2)-.55 1 -60. The 
abstmct of the preceding reference (Chan ct al.) is as follows: 

The discoverie.. that cyclooxygenasc (COX)-2 is an inducible fonn of COX 
involved in innummation and that COX-1 is the major isoform responsible for the 
production of pro-Staglandins (PCs) in the ga.strointestinal tract have provided a 
rationale for the development of specific COX.2 inhibitors us a new class of antt- 
inn..mmalory agents with improved fix.trointestinal tolerability, In the present 
study, the preclinical pharmacological and biochemical profiles of rotecoxib 
[VioxK, also known as MK-0966. 4-(4'-methylsulfcnylphenyl)-3-phenyl-2-(5H)- 
furanonc], an orally active COX-2 inhibitor, are described. Rofecoxib is a potent 
inhibitor of the COX-2-dcpcndent production of PGE(2) in human osteosarcoma 
cells (IC(50) = 26 +/- 1 0 nM) and Chinese hamster ovary cells expressing human 
COX 2 (IC(50) 18 +/- 7 nM) with a 1000-fold selectivity for the inhibition ol 
COX-2 compared with the inhibition of COX-1 activity (1C(50) > 50 microM m 
U937 cells and IC(50) > 1 5 mieroM in Chinese ham.stcr ovary cells cxpress,ng 
human COX-l). Rofecoxib is a time-dependent inhibitor of purilied human 
rmwibinant COX.2 (IC(50) - 0.34 mteroM) bot caused inlnbition of purified 
lu^maa COX-l in a non-timc-dependent manner that could only be observe<l at a 
vco^ low substrate concentration (IC(50) - 26 microM at 0.1 xnicroM arach,dontc 
.cidconcent.tion).lnaninvitrohumanwholebloodassay,rofecoxibselcct.vely 

inhibited lipopolysaecharide-induced, COX-2-denvecl PGH(2) sy...^^^^^^^ 
IC(50) value of 0.53 +/- 0.02 microM compared with an IC(50) value of 18.8 -h/- 
0 0 nucroM for the inhibition of COX- 1 -derived thromboxane B(2) synthesis allcr 
Mood coagulation. Using the ratio of the COX-l 1C(50) values over the COX-2 
1C(50) values in the huma.^ whole blood assay, selectivity ratios for the mlubU.on 
of COX-2 of 36, 6.6. 2, 3. and 0.4 were obtained for rofecoxib, celecoxib. 
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mcloxicam. diclofenac, and imiomclhacin. rcspccUvdy. In several in vivo rodent 
models, rofccoxib is a potent inhibitor of carragccnaivinduced paw edc.na (ID(50) 
= 1.5 mg/kg), uarragccnan-induccd paw hyperalgesia (ID(50) - 1.0 nig/kg), 
lipopolysaccharidc-induccd pyrosis (1D(50) - 0.24 mg/kg), and adjuvant-induced 
arthritis (IU(50) = 0.74 mg/kg/day). Rofccoxib also has a protective effect on 
odjuvant-induced destruction of cartilage and bone structures in i-ats. In a (51)Cr 
excretion asisay for detection of gastrointestinal integrity in cither rats or squirrel 
monkeys, rofccoxib has no effect at doses up to 200 mg/kg/day for 5 days. 
Rofccoxib is a novel COX-2 inhibitor with a biochemical and pharmacological 
prollle clearly distinct from that of current nonsteroidal anti-inaammalory drugs 
n,id represents a new therapeutic chuss of anti-inflatnmatory agents for the 
treatment of the synnptoms of o.stconrthritis and rheumatoid arthritis with 
improved gastrointestinal tolcrability. 

hi additional response. Applicants contend that cclccoxib docs not cause inflammatory 
damage. See "Celccoxib, a selective cyclooxygcnase.2 inhibitor for the trcatmetU of rheumatoid 
mHuitis and osteoarthritis", Goldenberg MM. ClinThcr. 1999 Sep;2 1(9): 1497-5 13. The 
abstract of the preceding reference (Goldcnbcrg) i.s as follows: 

Nonsteroidal anti-inflammalory drugs (NSAlDs) are among the most frequently 
prceribcd drugs, despite Ihcir wcll-eslablisbed association witli gastroduodcnal 
injury. Recent discovery of the cyclooxygcnasc (COX) isoenzymes COX-1 and 
COX.2 has improved our knowledge of the action of NS AlDs. COX-l is 
co.rtinuously expressed in abnost all tissues, where it convcm arachidonate to the 
prostaglandins (PGs) imporlaiU inhomeostatic function; COX-2 is pix^sent in 
immune cells, blood vessel endothelial cells, and synovial fibroblasts. Classic 
NSAlDs inhibit both COX isoenzymes by occupying the cyclooxygenase-activc 
site, preventing access by arachidonic acid. In theory, a drug such as cclccoxib 
that selectively inhibited COX-2 might block inflammation, pain, and fever while 
reducing the side effects (gastric erosions and ulcers) associated with inliibilion of 
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COX-1. In anintal models of innam.nation and pain, cdccoxib has shown marked 
suppression of I'G production and intkmmation compared with indomethacin, Ihc 
standard COX-l/COX-2 inhibitor. In clinical trials, cclccoxib dosed at 100, 200, 
and 400 mg BID was found to significantly reduce the signs and symptoms of 
rheumatoid arthritis (RA) and osteoarthritis. In one R A study, celccoxib wns 
•found to be lu. clinically effective as diclofenac after 24 weeks of treatment; at Ihc 
end of the study, gastroduodcnal ulcers occurred ..ignincantly more frequently in 
the diclorenao group (15%) than in the cclccoxib gioup (4%), In a 1-week 
endoscopy study comparing cclccoxib with naproxen and placebo, the incidence 
of gastric crosions/ulccrs was signiftcanHy grcsiter in the naproxen group than m 
the celccoxib or placebo group. The most common adverse effects of cclecoxib m 
clinical studies were headache, diarrhea, abdominal discomfort, and di/;/.iness. 
Celccoxib has shown significant equivalent anli-inilammalory and analgesic 
emcacy and has produced less cndoscopically apparent gastrointestinal (GT) 
ulceration or erosion than have 3 classic NSAIDs. Whether it will have long-ten^i 
Gl adverse efltcts or interact with other medications to caiusc serious advei-se 
responses (eg. increased Gl bleeding or rash in conjunction with other 
sulfonamide-likc drugs) is unknown and remains to be cslablislicd. 

,n additional respon.se. Applicants contend that the Examiner has not cited any reference 
disclosing that low dose aspirin (70-85,mg) causes inflammatory damage. Although Ares states 
that aspirin can cause damage to the musocal lining of the gastro-intestinal tract. Ares docs not 
State a minimum aspirin dosage that would cause such damage. There is obviously an aspirin 
dosage suftlciently small so as to not cause inflammatory damage. The Examiner has not cited 
nny evidence to determine a dividing lino between an aspirin dosage that causes inflammatory 
damage and an aspirin dosage that docs not cause inflammatory damage. 
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Moreover, even if a low dosage of aspirin, (70-85 could «.usc such damage lo the 
n.usocal lining of tl.. gastro-inLcstinal tract, it is not obvious to add the claimed ilavanoid or 
llavonoid to the compositiou of low dose aspirin and COX2 inhibitor to treat or prevent such 
dnn.a,e. because ..axi,.«m therapeutic benefit would be achieved if aspirin-C0X2 inhibitor and 
navanoid/flavonoid are independently administered to the subject at their respective optimal 

frequency, rather than being administered in the same composition. 

Ares, col. 6, lines 40-45 recites: 'The frequency of administering the above amounts of 

Compound is preferably from about every other day to about four times daily, more preferably 

from about onee daily to about thrice daily, more preferably still fron. about once daily to al.out 

twice daily." 

Ares, col. 6, lines 6-14 recites: "The safe and effective amount of a material will vary 
witlaheparticulareondit.on being treate.1. the age andphysienlconditionoflhe patient being 

treated, the severity of the condition, the duration of the treatment, the nature of coneun-ci.t 
therapy, the specific composition employed, the partieuU. pham.aceutically.icceplable canier 
utilised, and like factors within the knowledge and expertise of the attending physician.'' 

Applicmus maintain that the preceding quotes from Ares indtcUes that U.e relationship of 
the flava,>oid/navonoid to the concurrent therapy (using aspirin - COX2 inhibitor) and the 
frequency of administration of the flavanoid/flavonoid ishiglUy variable, which suggests that 
constraining the frequency of administration of the ilavanoid/Havonoid to be the san.e frequency 
of administration of the aspirin - C0X2 inhibitor (us is the case if the flavanoid/flavonoid is in 
,he s=anc composition as the aspirin ^ COX2 inhibitor) would severely limit the ability to 
optinuzc the u.se of the flavanoid/flavonoid. Therefore, it is obvious to administer the 
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flavanoicVnavonoid independent of the asriria - COX2 inhibitor composition, and it is 
accordingly not obvions to include the ftavanoid/Havonoid wilhia the aspirm - COX2 inhibitor 
composition, so that »ho frequency of administration of the llavanoid/navonoid could be 
oplimi/cd instead of being conslraincd. 

The nxunnner addilionally argnes: "Shapiro (US 6444221) teaches the use of Ilavonoids. 
flavanoids and isoQavones (i.e., daid/in. gcnistein, qucrcetin. silyn.arin, etc..) as antioxidanl.s 
having functional equivalent property for the treatment of inflammatory disct.c condttLon.s 
(coUnnn 9, line 52 thm column 10, line 32; column 20, line 47 thru eolun.n 21 . lino 8).... Shapiro 
is being supplied as arcfercnce to demonstrate the use of flavonoids, flavanoid. and isoflavoncs 
as antioxidants that are useful in the treatment of inllammalory disease conditions. 

In response. Applicants contend that Shapiro teaches that the disclosed tlavonoids, 
flavunoids and isotlavones as antioxidants are useful in treating of in flammaton' disease only in 
combination wid^carbonyltrapping agents. See Shapiro, col, 10. line.. 43-51. See al. so. Shapiro, 
col, 10, lines 59-67 ("In another preferred embodiment, use of a prima.-y agent in combination 
with a clinically effective anti-oxidanl and lipid peroxidation inhibitor co-agent may be of 
particular benef.t in preventing or auKliorating fom.s of chronic inilammation by incorporating 
two phannacological strategies, the sequestering of cytotoxic aldehydes and ketones generated at 
sites of chronic inflammation and the sequestcruig of activated oxygen chemical species 
generated earlier in the non-cnzymalie innammatory cascade.'-). 

mrefore. Applicants respectfully contend that Shapiro does not teach that the disclosed 
llavonoids, flavanoKUs and isoflavones a., antioxidants are useful in treating of inflammatory 
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disease in combiuntion wi.h low close aspirin and C0X2 inhibitor. Accordingly, it would not be 
obvious to add the disclosed flavonoids, navauoids and isoilavones as antioxidaiUs to Lai's 
composilioa Of aspirin and COX2 inlnbitor for the purpose of treating of inlloinn^atory 

Based on the preceding arguments. Applicants rospeetfuUy maintain that elain.s 10 ami 
1 8 are not unpatentable over Lai in view of Ares and further in view of Shapiro , and U.at claiins 
10 and 18 arc in condition for allowance. Since claims 11-13 and 15 depend Iron, claim 10, 
Applicants contend that claims 10-13 and 15 arc likewise in condition for allowance. Since 
claims 19-22 depend from claim 18, Applicants a^ntend that claitns 19-22 arc likewise in 
ctM\dUion for allowance. 



lu addition 



with re.<J,>ect to claims 1 1 , 13. 1 9, and 21, Ui in view of Arcs and further in 
view of Shapiro does not teach or Suggest the feature: "wherein the antioxidant comprise, the 
navanoid" (claims 11 and 19) and "wherein the antioxidant comprises tl^eisollavonc" (claims 13 

and 21). 

Ares is silent regarding llavanoids and isoilavones. Moreover, Shapiro docs not teach 
t,.t llavanoids and isoilavones as antioxidants are useful in treating of inflammatory disease in 
eombinnlion with low dose aspirin and COX2 inhibitor, as diseu.s.^ supra. Accordingly, 
Applicants respeclfhUy contend that the Examiner has not established .pri.a facie case of 
obviousness in relation to claims 11,13,19, and 21 . 

In addition with respect to claims 1 5 and 22, Lai in view of Ares and furUKM- in view of 
09/943.048 
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Shapiro .lo.. not .onch or ™egc.t .he fcr>,»re: "wherein d,c .hc»poaUe eomposition is in «n 
.ntorie «««cd ,o™,ula,ion". Appliean« note .ha, U.e Ex^iner did .0. pro«de any arsumcm to 
«,ppor, «,e „.:ice,ion of elai™s 15 .nd 22. Accordingly. Applie»ms respeetfully contend ,h.. .he 
nxnminer h« no. esubli^Ue.. .pHr^afaCo cnsc ofobvioosncs in reUion lo claims .5 and 22. 
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CONCIAISION 

nosed on the preceding arguments, AppHeants vespectfully believe that all pending clnims 
.nd U,c entire application meet t.,e aeceptane. eritccla for allo.anec and therefore request 
nworable action. IP the lixan^iner believes that ..ything fwther would bo helpful to place tlK 

application in better condition for allowance, Applicants invites the Examiner to contact 
Applic.uUs'rcpre..Uativeatmetelephonenumbcrli.tcdbelow.in.cDire 

aulhorized to charge and/or credit Deposit Account No. 10-0513. 



Date: . J_ ' 1_ j^^y^ p i.ricdman 

Registration No. 44,688 

Schmeiscr, Olsen & Watts 
3 I^r Jet Lane, Suite 201 
Uthnm, New York 12110 
(518) 220-1850 
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